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AB Title compds. I [Rl, R2 , R3 , R4 = H, halo, CN, etc.; R5 = H, CpH2p+l, 

CssH2ss-l, etc.; p = 1-8; ss = 3-8; R6 = H, halo, OH, etc.; R7 , R8 , R9 = 
OV-SOW-R23; v = 0, 1; w = 0-2, R23 = OH, CnnH2nn+l, CmmH2mm-l, etc.; nn = 
1-8] and their pharmaceutically acceptable salts were prepared For example, 
acid catalyzed intramol . Pictet Spengler cyclization of benzyl ale. II, 
prepared from N-methyl -2 , 4 -dichlorobenzylamine in 3-steps, afforded claimed 
phenyltetrahydroisoquinoline III. In proton sodium antiporting protein 
(NHE3) inhibition studies, 27-examples of compds. I exhibited IC50 values 
ranging from 0.024-1.507 ^M, e.g., the IC50 value of 
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AB Title compds . I [Rl = alk (en/yn) yl , cycloalkyl, 5 -cycloalkylalkyl and 

benzyl, each of which is optionally substituted with 1 to 3 substituents ; 
R2 = H, alk(en/yn)yl, cycloalkyl, cycloalkylalkyl and haloalkyl; R3 = H, 
halo, alkyl, haloalkyl and cycloalkyl, wherein alkyl, haloalkyl and 
cycloalkyl are optionally substituted with 1 to 3 substituents selected 
from alkoxy and amino; R4-6 = H, halo, alkoxy, N02 , amino, amido, ureido, 
S{0)n, CN, acyl, carboxy, carboxamide, alk (en/yn) yl , cycloalkyl and 
cycloalkylalkyl; alternatively R5-6 = 0-alkyl-O; R7 - H, halo and alkoxy; 
X = O, NH (and substituted derivs . ) and S; n = 0 - 2] with some provisos, 
were prepared E.g., 7-f ormylbenzof uran was converted to the corresponding 
methyl amino -Me derivative (MeOH, MeNH2 , NaBH4), alkylated with 
p-chlorophenacyl bromide (CH2C12, Et3N) and reduced to the amino ale. 

(CH2C12, NaBH4, 5 h, 0° -> room temperature). This intermediate 
was treated dropwise with MsOH (CH2C12, 0°C -> reflux, 
overnight) to give II as a yellow oil (18% overall yield) . Over 150 
synthetic examples were provided. Compds. I are selective 
neurotransmitter receptor binding ligands (no data) . I are useful in the 
treatment of attention-deficit hyperactivity disorder. 
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(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
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tetrahydroisoquinolines for treatment of attention deficit 
hyperactivity disorder (ADHD) ) 
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AB Diarylmethyltetrahydroisoquinolines (4R) - or {4S) -I [Rl = (un) substituted 
alkyl, alkenyl, alkynyl, cycloalkyl; R2 = H, alkyl, alkenyl, alkynyl, 
cycloalkyl, cycloalkylalkyl , haloalkyl; R3 = H, halogen, (un) substituted 
OH, S(0)nH, CN, CHO, C0NH2 , alkyl, alkenyl, alkynyl, cycloalkyl; R4 = 
(un) substituted aryl, heteroaryl; R5-R7 = H, halogen, CN, (un) substituted 
OH, NH2, S(0)nH, CHO, C0NH2 , alkyl, alkenyl, alkynyl, cycloalkyl; R8 = H, 
(un) substituted OH; n = 0-2] were prepared for use as blockers of the 
reuptake of norepinephrine, dopamine and serotonin (no data) . Thus, 
3-bromobenzaldehyde is stirred in the presence of methylamine and reduced 
with sodium borohydride followed by addition of a-chloroacetophenone 
and reduction of the amino ketone in situ with sodium borohydride to give 
3-BrC6H4CH2N(Me)CH2CH(OH) Ph; cyclization of the benzyl ale, with sulfuric 
acid followed by coupling with phenylboronic acid gave I (Rl - Me; R4 = 
Ph; R2 = R3 = R5 = R6 = R7 = H) as an oil. Such compds . are particularly 
useful in the treatment of a neurol . and psychiatric disorders which are 
created by or are dependent upon decreased availability of serotonin, 
norepinephrine or dopamine, such as attention deficit -hyperactivity 
disorder (ADHD), anxiety, depression, and addiction disorders. 

IT 338997-66-3P 338997-73-2P 338997-75-4P 
338998-19-9P 338998-25-7P 338998-27-9P 
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RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of diarylmethyltetrahydroisoquinolines as selective reuptake 
inhibitors of dopamine, norepinephrine, and serotonin) 
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CN Isoquinoline, 1 , 2 , 3 , 4 - tetrahydro-2 -methyl-7 - (4 -methyl -2 -thienyl ) -4-phenyl- 
(9CI) (CA INDEX NAME) 
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3-Aza-Cope Rearrangement of Quaternary N-Allyl 

Enammonium Salts. Stereospecif ic 1,3 Allyl Migration 

from Nitrogen to Carbon on a Tricyclic Template 

McComsey, David F.; Maryanoff, Bruce E. 

Drug Discovery, R. W. Johnson Pharmaceutical Research 
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Journal 

English 

CASREACT 133:266709 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB N-Allyl enamines can undergo a [3,3] sigmatropic rearrangement known as a 
3-aza-Cope (or amino-Claisen) reaction. We explored a 3-aza-Cope reaction 
involving 1,3 allylic migration from nitrogen to carbon in N-allyl 
enammonium quaternary salts, exemplified by benzo [a] quinolizine I and 
pyrrolo [2 , 1-a] isoquinoline II, with an interest in stereochem. and 
mechanism. Salts I and II were accessed, resp., through stereospecif ic 
allylation of hydroxy amines derivs . to give hydroxyammonium salts, which 
were dehydrated with trif luoroacetic acid. Allylic migration in these 
tricyclic tetrahydroisoquinolines occurred with high stereospecif icity. 
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CN Pyrrolo [2 , 1-a] isoquinolinium, 1,2,3,5,6, 10b-hexahydro-6-hydroxy-6 - [4- 
(methylthio) phenyl] -4- (2 -propenyl- 1 , l-d2) -, bromide, (4R, 6S, lObR) -rel- 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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AB Quinolinones I [R = substituted Ph; Rl, R2 = H, halogen, alkyl, alkoxy] 

were prepared fo use in treating neurodegenerative disorders (no data) . 

Thus, the quinolinone II and its enantiomers were obtained from 

2-BrCH2COC6H4CH2C02Me in 9 steps. 
IT 193819-37-3P 193819-40-8P 193819-43-lP 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 

study); PREP (Preparation); USES (Uses) 

(preparation of arylquinolinones as NMDA receptor antagonists) 
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CN 2 (IH) -Quinolinone, 7-chloro-4 -hydroxy-3- [3- (1, 2 , 3 , 4-tetrahydro-2-methyl-4- 
isoquinolinyl) phenyl] - , monomethanesulfonate (salt) (9CI) (CA INDEX NAME) 
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CN 2 (IH) -Quinolinone, 7-chloro-4-hydroxy-3 - [3- (1, 2 , 3 , 4 -tetrahydro-2 -methyl-4 - 
isoquinolinyl) phenyl] (R)-, monomethanesulf onate (salt) {9CI) (CA INDEX 
NAME) 
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Absolute stereochemistry. 
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US 1984-651001 19840914 

AU 1984-33201 19840917 

ES 1984-536003 19840918 

FI 1984-3672 19840919 

DK 1984-4487 19840920 

JP 1984-195859 19840920 
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ZA 8407400 A 19850626 ZA 1984-7400 19840920 

HU 36119 O 19850828 HU 1984-3541 19840920 

ES 545270 Al 19860316 ES 1985-545270 19850716 

PRIORITY APPLN. INFO. : DE 1983-3333994 A 19830921 

OTHER SOURCE (S) : CASREACT 103:123465 

GI 




AB The title compds . (I; R = H, alkyl atninoalkyl, heterocyclylalkyl ; RRl = O, 

OCH2CH20, SCH2CH2S; RR3 = atoms required to complete a 6-membered N-containing 
ring; R1R2 = H, bond; R2R3 = O; R2R4 = bond,; R4 = H, alkyl, iminomethyl , 
heterocyclyl; R5 = H, alkyl; R6 = halo) were prepared Thus, 
2-H2NC6H4CH2NMeCH2CHPhOH was condensed with C13CCH(OH)2 and H0NH2.HC1 to 
give 91% 2 -HON : CHC0NHC6H4CH2NMeCH2CHPh0H . This was cyclized by stirring 
at 35° in concentrated H2S04 to give 90% I (RRl = R2R3 =0, R4 = R6 = H, 
R5 = Me) . This was treated with LiAlH4 in Et20-THF at room temperature to give 
30% I (R = R3 = R4 = R6 = H, R1R2 = bond, R5 = Me) (II) . II inhibited 
tetrabenazine-induced ptosis in mice with an ED50 of 0.3 mg/kg i.p. 

IT 98159-59-2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation and condensation of, with piperidine) 

RN 98159-59-2 CAPLUS 

CN Spiro [1, 3-dioxolane-2, 3 • - t3H]pyrrolo [3, 2-h] isoquinoline] -2 • (1 'H) -thione, 
6' ,7' ,8' ,9'-tetrahydro-8'-methyl-6'-phenyl- (9CI) (CA INDEX NAME) 
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Kunstmann, Rudolf 

Hoechst A.-G. , Fed. Rep. Ger. 

Ger . Of fen. , 8 pp. 

CODEN: GWXXBX 

Patent 
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PATENT NO. 



DE 3310878 

DK 8401447 

EP 120438 

R: AT, BE, CH, 

JP 59176260 
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PRIORITY APPLN. INFO.: 
GI 



KIND 

Al 
A 
Al 
DE, 
A2 
Al 



DATE 



19840927 
19840926 
19841003 
FR, GB, IT, 
19841005 
19850416 



APPLICATION NO. 

DE 1983-3310878 
DK 1984-1447 
EP 1984-103021 
LI, LU, NL, SE 
JP 1984-54620 
ES 1984-530905 
DE 1983-3310878 



DATE 



19830325 
19840229 
19840320 

19840323 
19840323 
A 19830325 




AB The antidepressant (no data) racemic title compound (I) was separated into its 

enantiomers by crystallization of its salt with 
N- (phenylsulf onyl) -L- (+) -glutamic 

acid. 

IT 94532-83-9P 94532-84-OP 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and decomposition of) 
RN 94532-83-9 CAPLUS 

CN L-Glutamic acid, N- (phenylsulf onyl) - , compd. with (R) -1, 2 , 3 , 4 -tetrahydro-2 - 
methyl-4-phenyl-8-isoquinolinamine (9CI) (CA INDEX NAME) 

CM 1 

CRN 89664-20-0 
CMF C16 H18 N2 

Absolute stereochemistry. 




CM 2 

CRN 20531-36-6 
CMF Cll H13 N 06 S 



Absolute stereochemistry. 
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H 




Ph 



HO2C 




CO2H 



RN 94532-84-0 CAPLUS 

CN L-Glutamic acid, N- (phenyl sulfonyl) - , compd. with (S) -1 , 2 , 3 , 4 -tetrahydro-2 - 
methyl -4 -phenyl- 8 -isoquinolinamine (9CI) (CA INDEX NAME) 

CM 1 

CRN 89664-18-6 
CMF C16 H18 N2 

Absolute stereochemistry. 



Ph 




Me 



NH2 



CM 



2 



CRN 
CMF 



20531-36-6 
Cll H13 N 06 S 



Absolute stereochemistry. 



H 




Ph 
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OTHER SOURCE (S) : CASREACT 96:104179 

GI 



SEt 




SEt III CI IV 



AB The condensed pyrimidines I, II (R = Me, CI), and III were prepared by 

cyclization of a S-allylisothioureas . Thus, heating the isothiourea IV 1 
h at 175° gave 93% II (R = CI) . 

IT 80947-23-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and hydrolysis of) 
RN 80 947-23-5 CAPLUS 

CN Pyrido [4, 3-h] quinazolin-4 (IH) -one, 2- (ethylthio) -7 , 8 , 9 , 10 -tetrahydro- 9- 
methyl- 7 -phenyl- (9CI) (CA INDEX NAME) 



SEt 
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L2 45 S LI 

L3 901309 S 4-7/NR AND 1-4/N AND 0-4/O AND 0-l/S 

L4 3 S LI SAM SUB=L3 

L5 38 S LI FULL SUB=L3 
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